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Objective:  

To analyze the association between Calcium±D supplements and fracture risk among incident users 

of oral bisphosphonates (BP).  

Material and Methods:  

Design: retrospective cohort study using primary/secondary care records linked to pharmacy 

dispensation data from the SIDIAP database (covers >5.5 million subjects from Catalonia, Spain). 

Eligibility: All incident users of oral BP (2006–2007).  

Exclusion criteria: Paget disease, age, <40, previous use of BP and/or supplements or <12-month BP 

therapy or calcium supplementation. Persistent users of ≥12 months of Calcium or Calcium+D 

supplements were respectively compared to supplement nonusers after matching on baseline 

characteristics using propensity scores (PS).  

Follow-up: from 12 months after supplement initiation to the earliest of BP or supplement cessation, 

death, loss of followup or incident fracture (except skull/face or digits). PS were calculated using 

logistic regression. Fine&Gray models were fitted to study the effect of supplements on fracture, 

accounting for competing risk of death.  

Results:  

Study population: 297/395 Calcium only and 998/4, 061 Calcium+D users were matched to 825 and 

998 nonusers, respectively. No relevant differences in baseline characteristics remained between 

matched subjects. Rates of fracture while on treatment were similar between matched groups; 

incidence rates per 100 PYs: 3.6 (95 %CI 2.2–6.0) and 2.8 (95 %CI 2.1–3.8) for calcium users and 

matched nonusers and 3.7 (95 %CI 2.5–5.5) and 2.8 (95 %CI 2.1–3.7) for Calcium+ D users and 

matched nonusers, respectively. No association was found between supplement use and fracture 

risk; adjusted SHR 1.27 (95 %CI 0.70–2.30) and 1.15 (95 %CI 0.69–1.91) for Calcium and Calcium+D 

use respectively.  

Conclusion:  

Calcium±D supplement use does not influence fracture risk among incident users of BP. Further 

randomized trials are needed to inform Calcium±D prescription for these patients.  
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